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CLAIMS 



1. \A compound of the formula : 



Y-R 2 



10 



15 



20 



25 



30 



V 



35 



wherein 

Y is bond ok lower alkylene, 

R 1 is aryl which is substituted with 1 to 3 same 

or different substituent ( s ) selected from the group 
consisting^ of halogen, lower alkyl, lower alkoxy, 
monofor di W tri) halo (lower ) alkyl, nitro, amino, 
lower alkylamino, di (lower ) alkylamino, lower 
alkylthio, lower alkylsulf onyl, 

cyclo (lower) alKyksulf onyl, aminosulf onyl , lower 
alkylaminosul^iwl, di (lower) alkylaminosulf onyl, 
pyrrolidinylsulf onyl, morpholinylsulf onyl, 
pyrrolylsulfonyl, pyridylsulf onyl , pyrrolyl and 
pyridyl; 

is aryl which is substituted with 1 to 3 same 

or different substituent ( s ) selected from the group 
consisting of lower arkyl, mono (or di or 
tri) halo (lower ) alkyl, mono (or di or 
tri) halo (lower) alkylsulf onyloxy, halogen, lower 
alkylenedioxy, lower alkoky, lower alkoxycarbonyl, 
lower alkoxy (lower ) alkoxy (lower ) alkoxy, hydroxy, 
diphenyl (lower) alkylsilylox^ 

tri (lower) alkylsilyloxy, hydroxy ( lower) alkyl, 
cyano, amino, [mono (or di or 
tri) halo (lower) alkylcarbonyl ] aWino, lower 
alkylamino, N- (lower alkyl) - [mono (or di or 
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:ri) halo (lower) alkylcarbonyl ] amino, pyrrolidinyl 
and morpholinyl which may be substituted with lower 
alkoxy (lower ) alkyl or lower alkyl; 
R w is hydrogen or lower alkyl; and 
is (3-pyridyl) methyl; 
(3-pyfd.dyl) ethyl; 
3- ( 3-pyr idyl ) propyl ; 
3- ( 3-pyrsidyl ) propenyl ; 
3- ( 3-pyr i\dyl ) propynyl ; 
thiazolyl (\lower) alkyl, 1,2,4- 
thiadiazolyj- (lower ) alkyl or 1,2,4- 
oxadiazolyl (\lower) alkyl, each of which is 
substituted wsp_th halogen, amino, lower alkylamino 
or di (lower ) al^kylamino; 

pyrazolylmethyl\ which may be substituted with 
triphenyl (lower) Vlkyl or hydroxy (lower) alkyl; 
pyrazolyl (lower) a^^yl which is substituted with 
lower alkyl, 

lower alkoxy (lowrfr V klkylmorpholinyl (lower) alkyl or 
lower alkoxy ( lower) a\kylmorpholinylcarbonyl- 
(lower) alkyl; 

pyrrolidinyl (lower) alkvl which is substituted with 
1 or 2 same or different substituent (s) selected 
from the group consisitiAg of hydroxy, 
hydroxy (lower ) alkyl, lowei^ alkoxy and lower 
alkoxy (lower) alkyl; 
piperidylmethyl ; 

piperidyl (lower ) alkyl which is substituted with 1 
or 2 same or different substituent (s ) selected from 
the group consisting of haloge^i, lower alkyl and 
lower alkoxy (lower) alkyl ; 

[2, 6-di [hydroxy (lower) alkyl]piperidyl] (lower) alkyl; 
(2, 6-dimethylmorpholino) (lower) alkyl; 
(2, 2-dimethylmorpholino) (lower) alkyl; 
(3, 3-dimethylmorpholino) (lower) alk\yl; 
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(6is-3, 5-dimethylmorpholino) (lower) alkyl; 
( ( 35, 5S) -3, 5-dimethylmorpholino) (lower) alkyl; 
( (3S\5R) -3, 5-dimethylmorpholino) ( lower ) alkyl ; 
(2-methoxymethyimorpholino) (lower) alkyl; 
(3-methWyme thy Imorpho lino) (lower) alkyl; 
(2-methoxymethyl-5-methylmorpholino) (lower) alkyl; 
(2-methoxymethyl-5, 5-dimethylmorpholino) (lower) - 
alkyl ; 

(3, S-dimethoNxymethylmorpholino) (lower) alkyl; 
(2, 2-dimethoxymethylmorpholino) (lower) alkyl; 
(2, 3-dimethoxymethylmorpholino ) (lower) alkyl; 
(2, 6-dimethoxymethylmorpholino) ( lower ) alkyl; 
(2-methoxymethylmorpholino) (lower) alkenyl; 
(3/ 3-dimethylmoraholino) (lower) alkynyl; 
(2-methoxymethylmorpholino) (lower) alkynyl; 
(2-methoxymethyl-5\n^thylmorpholino) (lower) alkynyl 
quinoly (lower) alky] 

[IH-pyrrolo [3, 2-b Jpy&idinyl] (lower) alkyl; 
[4,5,6, 7-tetrahydroth\eno [3, 2-c] pyridinyl ] (lower) - 
alkyl; 

[3, 4-dihydro-2H-pyrido 2-b] -1, 4-oxazinyl] (lower) 
alkyl ; 

(5, 6, 7, 8-tetrahydro-l, 6-r^phthyridin-6-yl ) (lower) - 
alkyl; or 

lower alkyl which is substituted with a saturated 
heterocyclic group of the formula 



30 



*<CH 2 ) q 
(< 

(CH 2 ) r 



-N (C 



Z>T^2)t 




35 



(wherein 

r, s and ft are each integer 

of 1 t& 2, and 
q is integer of 0 to 2) 
which may be substituted with one \or two lower 
alkyl, 
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)rovided that when 
^ is 3- (3-pyridyl) propyl; 
3- (3-pyridyl) propenyl; 

pyrazolylmethyl which may be substituted with 
^hydroxy (lower) alkyl ; 
^2-methoxymethylmorpholino) (lower) alkyl; 

^methoxymethylmorpholino) (lower) alkyl; or 
(2Araethoxymethylmorpholino) (lower ) alkynyl, then 
R 2 is notydi (lower) alkylphenyl, 
10 and a salt\ thereof . 

2. The compound\of claim 1, in which 
Y is lower alWlene; 

R 1 is phenyl which is substituted with 1 or 2 same 
15 or different substituent ( s ) selected from the group 

consisting af halogen, lower alkyl, lower alkoxy, 
mono (or di onAtri) halo (lower) alkyl, nitro, amino, 
lower alkylamifrio, di (lower ) alkylamino, lower 
alkylthio, lower alkylsulf onyl, 
20 cyclo (lower) alkylsulf onyl, aminosulf onyl, lower 

alkylaminosulfonya, di (lower) alkylaminosulfonyl, 
pyrrol idinylsulf oAyl, morpholinylsulf onyl, 
pyrrolylsulf onyl, pyridylsulf onyl , pyrrolyl and 
pyridyl; 

25 R 2 is phenyl which is -substituted with 1 or 2 same 

or different substituent (s) selected from the group 

consisting of lower alkyl, mono (or di or 

tri) halo (lower) alkyl, mono (or di or 

tri) halo (lower) alkylsulf onyloxy, halogen, lower 

30 alkylenedioxy, lower alkoxy, lower alkoxycarbonyl , 

lower alkoxy (lower) alkoxy (lower ) alkoxy, hydroxy, 
diphenyl (lower) alkylsilyloxv, 

tri (lower) alkylsilyloxy, hydroxy (lower) alkyl, 
cyano, amino, [mono (or di or \ 
35 tri) halo (lower) alkyl carbonyl ] amino, lower 



10 



15 



20 



WO 00/35915 



PCT/JP99/06943 



R 



,4 



236 




alkylamino, N- (lower alkyl )- [mono (or di or 
tri) halo (lower) alkylcarbonyl ] amino, pyrrolidinyl 
nd morpholinyl which may be substituted with lower 



25 



is hydrogen; and 
is 3- \3-pyridyl) propyl; 
3- (3-^pyridyl) propynyl; 
2, 6-djLmethylmorpholino) (lower) alkyl; 
(3/ 3-dfmethylmorpholino) (lower) alkyl; 
(cis-3, 5\-dimethylmorpholino) (lower) alkyl; 
( (3S, 5S) -\3, 5-dimethylmorpholino) (lower) alkyl; 
( (3S, 5R) -3\ 5-dimethylmorpholino) (lower) alkyl; 
(2-methoxymfethylmorpholino) (lower) alkyl; 
(3-methoxymeYhylmorpholino) (lower) alkyl; 
(2-methoxymet^yl-5-methylmorpholino) (lower) alkyl; 
(2-methoxymethy^/\5, 5-dimethylmorpholino) (lower) - 
alkyl; 

(3, 5-dimethoxyme\hylmorpholino) (lower) alkyl; 
(2, 3-dimethoxymethylmorpholino) (lower) alkyl; 
(2-methoxymethylmorpholino) (lower) alkenyl, 
provided that when 
R 4 is 3- (3-pyridyl) propyl ;\ 

(2-methoxymethylmorphoJ-ino) ( lower ) alkyl ; or 
(3-methoxymethylmorphoMno) (lower ) alkyl, then 
R 2 is not di (lower) alkylphenyl . 



or 



30 



35 



The compound of claim 2, in wh\ch 
Y is Ci-d alkylene; 

R 1 is bis [mono (or di or tri) halo kCi~C 4 ) alkyl] phenyl; 

R 2 is phenyl which is substituted\with 1 or 2 same 

or different substituent (s ) selected from the group 
consisting of C x -C 4 alkyl, monoVor di or 
tri) halo (C x -C 4 ) alkyl, halogen, C\-C 4 alkoxy and 
hydroxy; 

R 3 is hydrogen; and 
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is 3- (3-pyridyl) propyl; 
3- ( 3-pyridyl ) propynyl ; 
(2, 6-dimethylmorpholino) (C^C^) alkyl; 
(2-methoxymethylmorpholino) (C 1 -C 4 ) alkyl; 
\(3-methoxymethylmorpholino) (Ci-C^) alkyl ; or 
U-methoxymethyl-5-methylmorpholino) (C 1 -C 4 ) alkyl, 
provided that when 
R 4 is 3-\3-pyridyl) propyl; 

(2-m^hoxymethylmorpholino) (C 1 -C 4 ) alkyl ; or 
10 ( 3-meuhoxymethylmorpholino ) (C 1 -C 4 ) alkyl , then 

R 2 is not di\(C 1 -C4) alkylphenyl . 

4. A compound of \laim 3, which is selected from the group 
consisting of 

15 (1) 1- [3, 5-Bis (trifliioromethyl) benzoyl] -2- (3-hydroxy-4- 

methylbenzyl) -4- [2\ [ (3R) -3- (methoxymethyl ) morpholino ] - 
ethyl ] piperazine, 

(2) 1- [3, 5-Bis (trif luor^Afethyl) benzoyl] -4- [2- (cis-2, 6- 
dimethylmorpholino) ethyl] -2- (3-hydroxy-4- 

20 methylbenzyl) piperazine 

(3) 1- [3, 5-Bis (trifluorometlWl) benzoyl] -2- ( 3-hydroxy-4- 
methylbenzyl) -4- [2- [ (2S, 5S) -2 -methoxymethyl- 5- 
methylmorpholino] ethyl] pi Aerazine, 

(4) 1- [3, 5-Bis (trifluoromethyl)\benzoyl] -2- ( 3-hydroxy-4- 
25 methylbenzyl) -4- [3- (3-pyridyl) -2-propynyl ] piperazine, 

(5) 1- [3, 5-Bis (trifluoromethyl) benzoyl] -4- [2- [ (2S) -2- 
(methoxymethyl) morpholino] ethyl] -2- (3-hydroxy-4- 
methylbenzyl) piperazine, 

(6) (2R) -1- [3, 5-Bis ( trif luoromethyl^benzoyl ] -4- [2- [ (2S) -2- 
3 0 (methoxymethyl ) morpholino ] ethyl ] \2 - ( 3-hydroxy-4- 

methylbenzyl) piperazine, 

(7) 1- [3, 5-Bis (trif luoromethyl) benzoylVl -2- (3-hydroxy-4- 
methylbenzyl) -4- [3- ( 3-pyridyl ) propyl ] piperazine, 

(8) (2R) -1- [3, 5-Bis (trif luoromethyl) benzoyl] -2- (4-chloro-3- 
35 hydroxybenzyl) -4- [2- [ (2S) -2- (methoxytoethyl) morpholino] - 
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\ethyl] piperazine, 

(9) \2R) -1- [3, 5-Bis ( trif luoromethyl ) benzoyl ] -2- (4-f luoro-3- 
mathoxybenzyl) -4- [2- [ (2S) -2-(methoxymethyl) morpholino] - 
etAvll piperazine,- and 

(10) (2RF>r-l- [3, 5-Bis ( trif luoromethyl ) benzoyl ] -2- [ 4- 
(trifduoromethyl) benzyl] -4- [2- [ (2S) -2- (methoxymethyl ) - 
morpholino] ethyl ] piperazine, 

or a pharmaceutically acceptable salt thereof. 



10 
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5. A process for the preparation of the compound of claim 1 
or a salt\ thereof , which comprises, 

(1) reacting a compound of the formula (II) : 



-r2 



Y-R 



V 



(id 



wherein R 1 , R 2 , R" 3 Vnd Y are each as defined in claim 1, 
or a salt thereof, w\th a compound of the formula 
(III) : 

(III) 



25 



30 



wherein R 4 is as defined iVi claim 1 and 

W-j_ is a leaving gro\ip, 
or a salt thereof to give a (compound of the formula 
(I) : 

Y-R 2 



35 



wherein R 1 , R 2 , R 3 , R 4 and Y are each\as defined in 



20 
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claim 1, 
.or a salt thereof, or 
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(2) subjecting a compound of the formula (la) 



-*2 



Y-R 



V 



(la) 



wherein R^, R 3 and Y are each as defined above, 

R^ is\3-pyridyl, and 

Zi is iNDwer alkynylene, 
or a salt thereof to a reduction reaction to give a 
compound of the formula (lb) : 



-p2 



Y-R 



R 



I-X^R 5 



(lb) 



25 



wherein R 1 , R 2 , R 3 , Y and R^ are each as defined above, 
and 

is lower alkylene, 
or a salt thereof. 



30 



A pharmaceutical composition which comprises, as an 
active ingredient, a compound of \calim 1 or a 
pharmaceutically acceptable salt thereof in admixture 
with pharmaceutically acceptable carriers. 



A compound of calim 1 for use as a medicament, 



35 



A method for treating or preventing T\achykinin-mediated 
diseases which comprises administering an effective 
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amount of a compound of claim 1 or a pharmaceutically 
acceptable salt thereof to human being or animals. 

9. A compound o^tflaim 1 f Qr use as Tachykinin antagonist. 

10. Use of a compound\of claim 1 for manufacture of a 
medicament for treating or preventing Tachykinin- 
mediated diseases. 
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